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DETAILED ACTION 



Applicant's arguments, filed 3/25/2008, have been fully considered but they are 
not deemed to be fully persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objects 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Response to Arguments 
Election/Restrictions 

Applicant elected the following compound: 



Only Claim 14 was examined in the previous office action. Applicant argues that 
prior to the previous office action Claims 2-13 were amended to depend from Claim 14 
and read on the elected species. Applicant requests the examination to include these 
claims. 

The Examiner failed to appreciate that Claims 2-13 were amended to depend 
from Claim 14. However, Claim 5 requires that all of the double bonds are in the cis 
configuration, and this claim does not read on the elected species. Claims 2-4, 6-14 
and 17 read on the elected species and are currently under examination. 
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Claim Rejections - 35 USC §112- First Paragraph 

Claim 14 was rejected under 35 U.S.C. 112, first paragrapli, because tlie 
specification, wtiile being enabling for treating psoriasis in certain animals by 
administration of specific embodiments of formula (I), does not reasonably provide 
enablement for treating any animal by administration of any compound encompassed 
by formula (I). 

Applicant amends Claim 14 to limit the administration to a mammal. Applicant 
argues that the disclosure describes methods of using compounds of formula I for the 
treatment of psoriasis, and further provides working examples showing that at least 
three compounds belonging to the claimed genus are effective. Applicant argues that 
these three compounds are representative of the class of compounds that fall within the 
scope of the claim. Applicant argues that they have demonstrated the effectiveness of 
these compounds in treating psoriasis and in view of this disclosure, one of skill in the 
art would expect that other compounds that share the structure features defined by 
formula I would also have similar activities. 

Applicant argues against the Examiner's basis of support for the rejection in that 
formula I encompasses a myriad of possible compounds. Applicant argues that the 
phrase "electron withdrawing group" is known to one of skill in the art and further 
provides Exhibit A which shows examples of electron withdrawing groups. In view of 
Applicant's disclosure and the general knowledge present in the art, the skilled artisan 
could immediately recognize those compounds that fall within the scope of Claim 14. 

i Deleted: hydroxyl 

Applicant argues that,docosahexaenoic acid (DHAJ is not encompassed by formula(l) 
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because a hydroxyl group at position X is an electron donating group, and not an 
electron withdrawing group. Applicant argues that one of skill in the art could make or 
use the invention from the disclosure without undue experimentation. 

Applicant's arguments have been fully considered but are not found persuasive. 
The Examiner appreciates Exhibit A, and acknowledges that the exhibit indicates that 
hydroxyl is an electron donating group. The Examiner cites US 20060162240 which 
discloses that hydroxyl is an electron withdrawing group (see H 67). This variation in 
what is and is not considered an electron donating group only bolsters the fact that 
formula (I) encompasses a myriad of possible compounds. The Examiner further cites 
http://wvvw.everysclenc8.coni/Chemistry/Glossary/E.php (accessed 7/9/2008) which 
defines an electron withdrawing group as such: An electron withdrawing group is one 
which through either mesomeric or inductive mechanisms brings electron density 
towards itself and away from other areas. X in formula (I) encompasses any chemical 
fragment, of any size and composition, that either through mesomeric or inductive 
mechanisms brings electron density towards itself. 

The Examiner agrees that the standard for determining enablement is whether 
one of skill in the art could make or use the invention from the disclosure of the patent 
coupled with information known in the art. The Examiner, however, maintains that the 
specification lacks a sufficient number of examples necessary to represent the variation 
present in formula (I). The disclosure of three compounds fails to represent the very 
large genus of formula (I) and one of skill in the art could not use the invention from the 

{ Deleted: patent ) 

disclosure of the application even when coupled with information known in the art. For 
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the purposes of illustration only, if the double bonds in R were restricted to be at the 
same location and cis/trans orientation from embodiment to embodiment, and possible 
species of X were limited to 50 (which is a very conservative number), the Examiner 
calculates at least 9450 embodiments of formula(l) (calculated from (((9 x 5 x 4) + 9) x 
50) because there are 9 possible carbon counts (C16-24), 5 heterogroups (S, O, N, SO, 
SO2), 4 possible locations for the heterogroups (alpha, beta, gamma, or delta), 9 
embodiments of R without a heterogroup, and 50 electron withdrawing groups). As 
stated in the previous office action, docosahexaenoic acid is an embodiment of 
formula(l) and is used to treat methylmalonic acidaemia, and could not predictably be 
used to treat psoriasis. The Examiner therefore maintains that one of skill in the art 
could not make or use the invention without undue experimentation. 

The rejection of Claim 14 under 35 U.S.C. 112, first paragraph, is maintained. 

Claim Rejections - 35 USC § 103 

Claim 14 was rejected under 35 U.S.C. 103(a) as being unpatentable over 
Johansen et al (Prog Surg. Basel, Karger, 1997) in view of Holmeide et al (J. Chem. 
Soc, Perkin Trans. 2000) for the reasons set forth in the previous office action. 

Applicant argues that compounds of formula (I) selectively inhibit type IVa PLA2 
enzymes. Applicants were the first to recognize that compounds of formula (I) potently 
reduced eicosanoid production via the selective inhibition of IVa PLA2 enzymes. The 
cytosolic group IV PLA2 enzyme described by Johansen et al is not the same as the IVa 
PLA2 enzyme described by Applicant. Applicants IVa PLA2 enzyrrie is in fact a subtype . 
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of the enzyme described by Jotiansen as evidenced in Exiiibit B. Applicant argues tliat 
because Joliansen failed to recognize the importance of IVa PLA2 in psoriasis 
pathology, this constitutes a teaching away from administering a compound of formula 
(I) to treat psoriasis. Applicant argues that Holmeide et al describes the synthesis of 
potential inhibitors of generic type IV PLA2 and fails to teach or suggest that the 
compounds would inhibit any PI_A2, much less showing that they selectively inhibit type 
IVa PLA2. Further, Holmeide et al fails to teach or suggest the use of such compounds 

[ Deleted?^ ] 

for the treatment of psoriasis. In the reply, Applicant provides data showing tha^^ two 
compounds of formula I selectively inhibit IVa PLA2- 

Applicants arguments have been fully considered but are not found persuasive. 
As stated in the previous office action, Johansen et al discloses treatment of psoriasis 
by administration of PLA2 inhibitors. Applicant argues that Johansen et al "merely 
describes a correlation between levels of type II PLA2, termed npPLA2... and psoriasis." 
Applicant's argues Johansen et al's emphasis on the importance of type II PLA2 in 
psoriasis constitutes a teaching away from the claimed inhibitor. The Examiner would 
like to address two points: 

(1 ) In response to applicant's argument that the reference fails to show certain 
features of applicant's invention, the feature upon which applicant relies (i.e., inhibition 
of IVa PLA2) is not recited in the rejected claims. Although the claims are interpreted in 
light of the specification, limitations from the specification are not read into the claims. 
See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 1993). 
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(2) Disclosed examples and preferred embodiments do not constitute a teaching 
away from a broader disclosure or nonpreferred embodiments. In re Susi, 440 F.2d 442, 
169 USPQ 423 (CCPA 1971). 

Regarding Johansen et al, the reference teaches that "selective inhibitors for 
PI_A2 enzymes should have a potential in curing some of the inflammatory symptoms, 
including epidermal hyperproliferation due to increased leukotriene production, related 
to eicosanoid production and cell activation in both epidermis and dermis in psoriasis" 
(see page 230, last paragraph). Regarding Holmeide et al, the reference teaches the 

utility of Compound 1 E^as^ selective PLA2 inhibitor That Holrrieide et al does not '.' ( Deleted: s j 

appreciate the utility of the compound to inhibit IVa PLA2 is immaterial to the basis of 
the rejection. Johansen et al teaches that selective inhibitors for PLA2 enzymes should 
have potential in treating psoriasis, and it would be obvious to try selective PLA2 
enzymes, such as those disclosed by Holmeide et al, to treat psoriasis. 

Regarding the data presented in Applicant's reply, this information was not in 
declaration form and is therefore only an allegation of unexpected results. This 
notwithstanding, the data Applicant provided is insufficient to overcome the rejection. 
Applicant fails to make a comparison between their results and the results of the closest 
prior art, which in this instance is Johansen et al. Further, Applicant's data is not 
commensurate in scope with Claim 14, as formula(l) encompasses a myriad of diverse 
compounds (see Claim Rejections - 35 USC § 112) and Applicant has provided data 
for only two of these compounds which fail to represent the entire genus. 
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The rejection of Claim 14 under 35 U.S.C. 103(a) as being unpatentable over 
Johansen et al in view of Holmeide et al is maintained. 

New Grounds of Rejection 

Claim Rejections ■ 35 USC §112- First Paragrapfi - First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification sliall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 2-4 and 6-13 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for treating psoriasis by administration of specific 
embodiments of formula (I), does not reasonably provide enablement for treating 
mammals by administration of a compound of formula (I). The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to treat psoriasis in a mammal by administration of a compound of formula 
(I) commensurate in scope with these claims. 

To be enabling, the specification of the patent must teach those skilled in the art 
how to make and use the full scope of the claimed invention without undue 
experimentation. In re Wright . 999 F.2d 1557, 1561 (Fed. Cir. 1993). Explaining what is 
meant by "undue experimentation," the Federal Circuit has stated: 



The test is not merely quantitative, since a considerable amount of experimentation is 
permissible, if it is merely routine, or if the specification in question provides a reasonable 
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amount of guidance with respect to the direction in which the experimentation shouid 
proceed to enable the determination of how to practice a desired embodiment of the 
claimed invention. PPG v. Guardian , 75 F.3d 1558, 1564 (Fed. Cir 1996).^ 



The factors that may be considered in determining whether a disclosure would 
require undue experimentation are set forth by In re Wands , 8 USPQ2d 1400 (CAFC 
1 988) at 1404 where the court set forth the eight factors to consider when assessing if a 
disclosure would have required undue experimentation. Citing Ex parte Forman , 230 
USPQ 546 (BdApIs 1986) at 547 the court recited eight factors: 

1) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) the breadth of the claims. 

These factors are always applied against the background understanding that 
scope of enablement varies inversely with the degree of unpredictability involved. In re 
Fisher . 57 CCPA 1099, 1108, 427 F.2d 833, 839, 166 USPQ 18, 24 (1970). Keeping 
that in mind, the Wands factors are relevant to the instant fact situation for the following 
reasons: 



1. The nature of the invention, state and predictability of the art, and relative 
skill level 

The invention relates to treating psoriasis. The relative skill of those in the art is 
high, that of an MD or PhD. That factor is outweighed, however, by the unpredictable 

' As pointed out by the court in In re Angstadt. 537 F.2d 498 at 504 (CCPA 1976), the key word is "undue", not 
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nature of the art. Certain embodiments of formula (I) are l<nown in tlie art to treat otiier 
conditions besides psoriasis. For example, docosahexaenoicacid, which is 
encompassed by formula (I), is known in the art to have a different bio-activity than 
psoriasis treatment. Specifically, docosahexaenoic acid is used to treat methylmalonic 
acidaemia (see Aldamiz-Echevarria et al. Effect of docosahexaenoic acid administration 
on plasma lipid profile and metabolic parameters of children with methylmalonic 
acidaemia, J Inherit IVIetab Dis, 2006, 29, 58-63; see p 58, col 1, first paragraph and p 
60, col 2, second full paragraph). 

2. The breadth of the claims 

The claims encompass treatment of psoriasis in a mammal by administration of a 
compound of formula (I). Formula (I) encompasses a large genus of compounds. For 
example, X is defined as any electron withdrawing group, which is a large class of 
substituents. Although the specification includes preferred embodiments of X (see p 5, 
In 5-14), these examples are not limiting, and X as claimed encompasses a large group 
of substituents. For the purposes of illustration only, if the double bonds in R were 
restricted to be at the same location and cis/trans orientation from embodiment to 
embodiment, and possible species of X were limited to 50 (which is a very conservative 
number), the Examiner calculates at least 9450 embodiments of formula(l) (calculated 
from (((9 X 5 X 4) + 9) X 50) because there are 9 possible carbon counts (C16-24), 5 
heterogroups (S, O, N, SO, SO2), 4 possible locations for the heterogroups (alpha, beta, 
gamma, or delta), 9 embodiments of R without a heterogroup, and 50 electron 



"experimentation". 
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withdrawing groups). 

3. The amount of direction or guidance provided and the presence or 
absence of worl<inq examples 

The specification provides no direction or guidance for treating psoriasis by 
administration of a compound of formula (I). No reasonably specific guidance is 
provided concerning useful therapeutic protocols for using any embodiment of formula 
(I), other than the embodiments disclosed by Applicant. The latter is corroborated by the 
working examples. The specification lacks a representative number of embodiments 
necessary to encompass the entire genus of formula (1). A "representative number" 
means that the species which are adequately described are representative of the entire 
genus. Thus, when there is substantial variation within the genus, one must describe a 
sufficient variety of species to reflect the variation within the genus. The disclosure of 
only one species encompassed within a genus adequately describes a claim directed to 
that genus only if the disclosure "indicates that the patentee has invented species 
sufficient to constitute the gen[us]." See Enzo Biochem, 323 F.3d at 966, 63 USPQ2d at 
1615; Noelle V. Lederman, 355 F.3d 1343, 1350, 69 USPQ2d 1508, 1514 (Fed. Cir. 
2004) (Fed. Cir. 2004). 

4. The quantity of experimentation necessary 

Because of the known unpredictability of the art, and in the absence of 
experimental evidence, no one skilled in the art would accept the assertion that a 
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compound of formula (I) could be predictably used to treat psoriasis as inferred by the 
claim and contemplated by the specification. Accordingly, the instant claims do not 
comply with the enablement requirement of §1 12, since to practice the invention 
claimed in the patent a person of ordinary skill in the art would have to engage in undue 
experimentation, with no assurance of success. 

Claim Rejections - 35 USC §112- Second Paragrapti 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 10 is rejected under 35 U.S.C. 1 12, second paragraph, as failing to set 

forth the subject matter which applicants regard as their invention. Claim 14 requires R 

of formula (I) to comprise at least 5 non-conjugated double bonds. Claim 10, which 

depends from Claim 14, discloses the following embodiment of formula (I) wherein R 

does not comprise at least 5-nonconjugated double bonds. 




xm 



It is unclear how this compound could be an embodiment of formula (I). 



Claim Rejections - 35 USC § 102 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 2-4, 5-11, 14, and 17 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Miller et al (Miller et al, Dietary Supplementation with Ethyl Ester 
Concentrations of Fish Oil (n-3) and Borage Oil (n-6) Polyunsaturated Fatty Acids 
Induces Epidermal Generation of Local Putative Anti-Inflammatory Metabolites, Journal 
of Investigative Dermatology, 1991, 96(1), 98-103). Miller etal discloses administration 
of eicosapentaenoic acid ethyl ester to male weanling Hartley guinea pigs resulting in a 
suppression of symptoms of chronic inflammatory skin disorders such as psoriasis (see 
abstract; page 99, Dietary Treatment; page 102, cols 1-2, bridging paragraph). 

Claims 2-4, 5-1 1 , 14, and 17 are rejected under 35 U.S.C. 102(b) as being 
anticipated by JP1 1-199493 (JP '493; a machine translation is provided and will be 

referred to hereafter). JP '493 discloses administration of eicosapentaenoic acid ethyl 
ester to a mammal to treat allergic dermatitis including atopic dermatitis, symptoms of 
psoriasis (see Machine translation: If 2-6). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill In the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner In which the Invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 2-4, 6-13 and 17 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Johansen et al (Johansen et al, Phospholipase A2 in Psoriasis: 
Phospholipase A2 Basic and Clinical Aspects in Inflammatory Diseases. Prog Surg. 
Basel, Karger, 1997, 24, 225-231; document provided by Applicant) in view of Holmeide 
et al (Holmeide et al. Syntheses of some polyunsaturated trifluoromethyl ketones as 
potential phospholipase A2 inhibitors, J. Chem. Soc, Perkin Trans. 1, 2000, 2271- 
2276). Johansen et al discloses the treatment of psoriasis by administration of PLA2 
inhibitors (see p 226, first two paragraphs; p 230, last paragraph). Johansen et al fails 
to disclose treatment of psoriasis by administration of a compound of formula (I). 

Holmeide et al teaches the utility of the following compound, referred to as 
compound 18, as a PLA2 inhibitor: 
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(see p 2273, col 1 , first paragrapli; Sclieme 2). 

It would be obvious to one of ordinary skill in the art at the time the invention was 
made to administer Compound 18 disclosed by Holmeide to a patient to treat psoriasis, 
with a reasonable expectation of success, as Johansen et al discloses the utility of PLA2 
inhibitors as effective agents in the treatment of psoriasis. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to PAUL DICKINSON whose telephone number is 
(571)270-3499. The examiner can normally be reached on Mon-Thurs 9:00am-6:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on 571-272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



Conclusion 
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Information regarding tlie status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Michael G. Hartley/ Paul Dickinson 

I Supervisorv Patent Examiner. Art Unit 1618 Examiner 

AU 1618 



July 10,2008 



